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The pnunt invention n* etec to the um of nudeoeide analogueo in me treatment of vral infacticne- Mors 
jpecrtcatfy (t ia concerned wrtfi me uae of 1,3-o*amioiane nudeoaide analogueo in me reaonent of hepaotia, 
in particular heoattitia 8. 

Hepatitta 8 ia a viral dlaeaae aranamitted orally or parenteraUy oy contaminated material aucn aa blood and 
blood produca. contaminated neeelce. *c*uatfy and vertically from infactad or carter mothere to meir off- 
acnn<j. in those araaa of me world wnere me diaeeae ia common, vartical tranamiaaion at an early age raauiti 
in a mcft proportion of infactad individuate becoming chronic earn** of heoatitia 8, Thara art an aatimatad 
230.000.000 camera of hepatitie 8 worldwide. At ma praaant frna mara ara no effective chemocherapeutie 
agena for ma maetment of hepetitia 8 infectiona. 

European patent publication Q362326A deecribee a acriee of 1.3-oiatMoiana nudeoaide analoguee having 
antiviral activity, in particular activity againat HIV, me cauaaoVa agent of AiOS. Wa haa no* found mat cartaai J 
of ma eompounda deoenbed m BP Q342S26A ara activa botfi jn vJq tnd ifl yhjj againat me hepatitta 8 virua^ 

Tha invention accordingly provide*, in a flrat aapect a medwd tor ma treatment of an animal, including 
man. infactad wit* ma haoatitia 8 virga oomprlaing ma adminiearBtion of an affective amount of a compound of 
formula (I) or a pharmeceuticaly acceptable derivative mereof 



wherein ie hydrogen or an acyt 

R t ia a purine or pyrMdlno baae or an analogue or derivative moreofi 
ZtoS. 3-0 or SO* 

provided tftec Rt to not cytttae>£vheft,tf)c compound of formula (Q to In the nto oortiljnfafti H« le hydreejen 
andZtoS. I 

itwalbeaoo^data^bytnoeeaaJUdlrimeartmatmeoom 
centra* (anown ee * in formUe (I)) end time eaJet in the form of two petal of optical teamen (Le. enandomere) 
afidmocmriemarecflndudlr^re^^ . 
M i oeroQQnte*oyfomuto(iqQTB^ 

aucn iaomera and mtioMa meroef 



Tno compounde of formUe (!) eve prefareb* in tf» form of thereto toomom, 
1 1 wi ateo be epprecaiM ma^ when Z to ttM compounds 

informuao(l!e)ar*<nw 

enmTnocun»oundeof»eirwor^ 
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. THo pum« or pyrMdfea baaa A t will ba Hnfcad at ma 9- or 1 • poarttan roaoacttvary. 
3y purtno or pyrtmidtoa baaa or an analogua maroof ia moant a purtna or pynmidlna baaa four* in nudao- 
sidaa or an analogue maraof wftlcft mtmica audi baaaa in mat ma* «tnjcuraa (ma Unda of atoms and tnatr 
arrangamam) ara ami* to ma normal baaaa Out may anftar poaaaaa additional or tack eartiin of ma fcncdonai 
propartiaa of ma norm* baaaa. Such analoguaa induda moaa dartvad by raptacamam of a CH, moiacy by a 
mtrogan atom (tor axampla. S-axapyrtmidlnaa lucft u 5-aacyteaina) or vtaa vana (for axamola r^aazaour- 
inaa. for axamoto THiaaxadanoaaia or 7-daoxaguanoaina) <* bom (a.g. 7-daaiadanoaina or 74aazaguano. 
9 ina) or bom (a.g. 7-daam By darlvatfvaa of sue* &aaaa or analoguaa « maant moaa com- 

oounda wnarain ring subadfcanta art artftar incorporatad. ramovad or modiflad by oonvamtenal aubadtuana 
^«maarta.g.haiogan,hy*^ 
ivatNaa wflbawaU known to moaa sfcilad in ma art. 
Convawandy mo group R t ia aaiactad from: 

i i i 




no art hytraxy fli«up«. 
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whtmm R| and ft* art «• daflnpd haramabova. 
Z is prafanbly -3-. 

R, and ft* art prafarabty hydrogan or Ci^ alkyl. 

R« ia prtfarabry CH, or F. 
f s X and Y aw prafarady bodi NM> 

it w* ba aoortcia&ad byonoofakainmaartmot whan R t an acyt group, m# comoounda of formula (I) 
aro«ta*.Prafarradaa»ra fcdudaacarfcoxytfcncttonR^O^towWchmanon^^ 
from hydrogan. tw*m or brtneftad cr^ attcyMa* mam* a^ 

mamoxymamyt). artlfcyt (a.g. banr*). aryteydkyl (a.g. pftanoxymathyl), aryt (*g. phanyl opdonafly lubatftutad 
20 by hdogan, C,^ aikyi or dkacy); subadbtad dihydro pyridlnyt («.«. f4-matfiytdihydre pyridine); tuiphona* 

•ttara audi aa alky*- or amlcyiauionon* (a.g. mamanaadphonyi); sulcata aatara, ammo add satan <a.p. U-«ar|l 

or L-*o*aucyO and mon*.. dW or m^hoaphata aatan. 

AJaoindudad wimtompaoop«ofaucftaatartart,aatartdar»rtd<rqm 

ytie adds contwnfcg mora man on* cartexyl group, tar axampto. dteartoacyHc adda HOi^CHa^rfOjH 1 
a nisanintagarof 1toi0(taraxanirjta.auocinieaeid)« 

from mpcoriwondin«dcohd art wpdto^ 

manlmmunodafldoncyVtrua*^ 

in it mm- imnmifrnipflinrir^riT^rTi 'H it ~*'~r*~t 

WWi ragard to m# abov* daaoribPd aatara. urtaaa omanriap spacdtad. any ^tytt&itit pn 

* aaouarvwtainal » 18 carbon aw* partcu^ 
t^a/Any^motatyprtaaminauchaatartadv in tt^ 

in p*dculartfipaatartm«ybPaCt.*dkylaatBr.anunauPa^ 
stttutad by at taa* ona hdogan (bromino, cNorlnp, fluortna or iodnaK Cm aattnlad < 
Ct^ aikoxy, nitre or trftuoromatfi* group*. 

* By ma tarm «pftam»caydcdr/ pecaptabla dartvam*' la maant any t*** "^?^* 9 * ** 
compound of tanwdaWor^odiar compound 

vKitog (dtrtctfyoriMirtcdy)aoompou*dal 

it will ba aoprtdMd by Mat ddtod In ma ait ma* mo compounda of terimlaffln^bamodmadtoproMda 

ipharmaoaudcafy aooapttla dartraftaa mariof. at fcncdor* groupa in bom ma baaa moiaiy and at ma * 
gnxip of mt oamw^ rmg. Iwodlflodto 

^^^Pf^HmMMtfeatfy aaoaptabla adta of ma compounda of farmUa (I) bduda Uwaa iJaihal fcnm pharmaaaut- 
1 dli an arjtPhla innrqgitr ml w** 1 - * ***** i**™* 0 ** 

dretwnteaulplw^ 

* p.oupl»n*ftt*»*ac8dac^rnam»aaU^ 

barganaaUphonic add* Omar adda auch aa odte. wftia not in m amaarvaa nhaw a c a uflra ly >c g*'** 
ba uaaM in ma preparation of salts uaafti aa intarmadistaa in obtaining ma compounda of ma tnvantfon and 

Una iHidii* diili dry aeeaptatta add addition tdtt. 

SdmdartvadlromapprtprWbaaaaindudaai^ 

* naawm), ammonium and NR«* (whan R iad^dkyfl adta. 

R«forancaahartinaftartoacompoijr* 
(I) and (ta pharmacaudcaiy a c captabla darlvadvaa. 
Spacdle oompounda of tarmuta (!) Indudac 
crwi*2-hy<*iwymomy^^ . , uv 

* c^^b^oy«OIyTnacrlyWMcytoa^1^^ trirt»2^uoy4<ayimP» SKcytDaavl -y^ 

1.5-oxamidano. and mocturaa mart^: , . . ^ , .^4. 

c/>2.hyorwyrr)amyi-5KN4'-acaey^y^ ^2^ydrwymamy^N 4 -acat^ 
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cytt«fvr-yl>.1.3-ox«trio<tfl«. tnd mixturw tfitcaof: 

Katy«ytMiA-v-yi)-i,3-oxamiol«n«. and mixnjraa tfwtcf: 

Uiyl.$-<N 4 '.«c«yJ.9.fluo«eyto«in.v.y«)-i ,3-o*a#io1ana. and muaura* maraoft 

e»2.Aydr«»vin*<yW^ 
r.yi)-i.J-«xatfiioiano. md morwoa tnaraofc 

c/>2-rft^re*yTn*«y1^N>Mlrr»»y^^ 
in Bio form of a rmcamic mortura or a «r*« •"•ntwnof 
Tht cempounoa oftonrnjia(l)aropratoraDlyir, **fc™ of *ac* compound and contain two cfi«i c«nt 

„ W oftiwioo«ndidtodnyr^^ 

(I) itinttft tarn of i& (•) •nanttartw. ^ ^ M -^m^A known n 

U Tha compound* of formula (I) and indhrtfu- ^• rt ^^*^ T ^^^ E ; 
that an for tfi* prapa/rtdon of compound* of anaJecoua wwaao for axampio toy dia madiod* daacrcod in eu» 

pharmaeauttcaily aecaptaWo dar*adv« MfMf tor um in aw manutodu* of a fiwolcunam for ma naanant 

appeal by moMaMod* ^ 
w^aatomamonorrttfaataoltolwdirrfoc^ ■ ll . lianm . l - n«u* ban 

Tha< compound* of formula] (I) both as *• raoamie rnosum and aa d»a indMdual anaridcrnara navo boon 

faundteinWWtftohaoattaBBvtoiab^ ...^ lmmmmm ^ wavaM 

Tt^bO.PPr^<r«t*..rm^of.CCrKP0^^ 

notortfy P^« e8 «^!!^!rJ^!^ 



nocoroy wwnoiw ... .... - — * — 

jjm— , iMina nuid and dto aoa and condftton of dia pedant and oal ba uHkMMy at vw dtacrwofi or 

»nd«rtoiwaidanorvoiBriiu»laftlnaa^^ 

,«>out730rncy1caof£oo>^h»pacday* p ^ 



ring* of 1 la 20 rng/kgfday. . ,nm,i a< i ftranteMwd i» «P» 

Thad*a«oddea*rnaycerivariartybapr*aor^ 

propria* marvafe for aampto aa too. '^^" mm **^£**^ M ^ w ~i M — 
^^^aoornpound to convortandy adnafltotaradin urt^oaaoa J^^^*^2^1??"JJJ^2J^^J^^ 
fftwm^iflv20ta i0OOiw>wwai w) ii'wwto«idy SOto ^ffajdf a «i> <a aigw d l a — par ?*7** 



VVWat to poaaiblo *»* «•» • eorito««« of «w «wof» in«y do 



«oi^uio^atnaoofo^oorw«btow«m««uw 
,,r^).vaajr*orpar^<l«K^ 



Ungual), vactnal or paranowai tmcwowoj ^r~rzr lxAnim aoaroariM. bo eon- 

foTLS for ^todddon by lnr*«don ^^^^^^ «• « 

pr-antad in dlaer*. doaaga «n*. « hwy ^JTjJ^ Jjj ^l^c^n 

orftattodhrto»td«wo^drbo«d^«^^ 



or flnoly dMdod aoiia camww - T~«mn m« — L_miuitu bo iuaaainail ta dtaeraoi 

Zmwcoudcol fcrmuadon* for «n> admmodddon ^J^^^J^ZL in9nc ^ 



as • po*4* or grimier. «• • •duoort, 
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praaantad aa ■ bofua. dacxuary or past*. TaoJaa and caoaulaa for or* admindratfon may contain conv«ntfond 
axctptana such aa Binding agama, rtltara. lubhcanta. dlaintagrants. orwatting agama. Tha tadata may ba ooatad 
according to mamoda wai known in ma art OrtJ liqud praparadona may ba in ma form of. tor axamoia. aquaoua 
or oay auapansiona. soiudona. amuisiona. syrupa or aiixira, or may ba oraaantad aa a dry product for constat on 
I wrtn watar or otftar suitabia vahida bafdra uaa. Such liduid pra pa radona may contain eonvandonai adoitivaa 
such as suapandlng aganta. arrttiiam/ing agana, non-aquaoua vahidaa (which may induda adibta oda), or prsa- 
arvadvaa. 

Tha compounda according to ma invandon may also ba tormufatad for parantarai adminamodn (a.g. by 
injacdon, for axamoia boiua tfijactton or conttnuoua infuaaon) and may ba praaa n tad in unit doaa form in anv 

to pouiaa. pra*fltad ayringaa. smal voluma infusion or in muifrdoaa containora with an addad praaarvadva. Tha 
compoaitiona may tafca such forma aa suapanaiona. sorudona, or amtfatona in o*y or aquaoua vanidaa, and 
may contact formulatory aganta such aa suapanding, atablttng and/or dtaparaing aganta, AJtamadvary, ma ao 
Sva ingradlant may ba in powdar term, obtained by aaapde iaoJadon of star! a aoxd or by lyophltxadon from sol- 
ution, for constitution with a auitabto vahida, a.g. atari* pyrog ar Mraa watar, bafdra uaa, 

i $ For tooieal admtniatraoon to tha aoidarmia tha compounda according to tha invantten may ba tormuJatad 
aa ointmanta. craama or lodona. or aa a nnadarmai patch, Ointmanta and craama may, tor axamoia, ba tor- 
muiatad with an aquaoua or oay baaa wim ma addHton of autoolamk^^ 

ba formuiacad with an aquaoua or oly baaa and wt fn ganaraJ dao contain ono or mm armiatfytng aganta, 
stabritzing aganta. diaparatng aganta, suapanding aganta, micfcaning aganta, or coloring agama. 
20 Formgiaoona suitabta tor topical ac^tatradon in tha mouth induda lesangaa comprising actlva tngra d tant 
inaflavomd baaa. uaua^aucroaaarrt acacia or gum wgaca^ 
an inart baaa auch aa galadn ar* ojycarw cr aucreaa and acadc ar>d m 
gradlant in a sutaoia liquid carrlar. 

Pnarmacauttcal formUadona auitaeta tor ractal aoMnajtatton whara* tha ca»^ ia a ao« ata moal pr»> 
as farabry praaantad aa unit doaa suppoaitariaa* Surtabta cartara induda cocoa buttar and othar maiartafta com- 
monly uaad in tha art. and ma auppoaWaa may ba uM i wO a nd y farmad by admbdua of tha acttva co mpound 
with ma aortanad or maitad carriarja) todowad by cttMng and ahaping In moulda. 

Formuattona suitaM tor vaginal adrwndtadon may ba p raaa n tad aa pn aarlia, tampon* craama, gaia\ 
paataa,foarrwor»prayaconta«ne^ 
ja ba aopropriata* 

For inva>na^ admMaenj^ 
powdar or in tha form of drops. 

Ofoc*maybafc*TTijiatt^wdha<iaquac^or r ^ aq u aoua baaa dao comprlaing cmcrmotacaaparianq 
aganta. aduoitono; agama or auapandhg aganta Uqtid aprtya ara convaniandy datfwrad f 



Fora d n ttiia ua^ibylnr^a^maco^ 
aninauffiaay.nadMttayoTa pi aa M a ^ pa^ 

surttad paefca may o omprtaa a autatta prepaHant such aa dh^orodtluxomamaya, uk^u au uo ina m ana, o> 
<ttc*otortfco*jaehax^ ca^ 
ma d oMgdurttm** oadada rm in * 
AJtati«Mry. tor a^lm«a^^ 
taka tha torn of a dry poa^ osmpdaa^ 
baM aucii « faMaaa or atxaxK Tna poi^a^ 

\ mmim(wrwtm\mrwtq Qtlaitnir" - r ^^-*****~-*-«-*** * * ***** wMithaald 

of an inhalalor or mauflafior. 

I tha abova daacrlbad tormuladona adaptad to gtoa auatalnad ndaaaa of ma adhm Ingradlant 



maiy ba amptoyajd* 

Tha phawwexwdert coif^oai^ 
uandrracrobaai aganta, or praaarvattvaa, . 

Thacompo^aofmoinvtj^ma^a^ 
omar amiintocdva aganta. In partoUar ma compounda of ma aivantJon may ba awp*oyadtoojt^w*h known 
ai^tMral armbacwrtai. antifungal or irirnunomcdUadng agant* 

Thainvandonthuapiqvaaaxina<^araa 
priyaMe4icj*y accaptaibia darlvadva tharaof togathar with anotftar tharapaudeaNy acdva agant in partoiar an 
antrmi andbactanai. antiningal or rirnunomodUat^ aganta, 

Tha comoaiaoona njf arftd flo adova ma^ w 
tornniadon and thua oftawacautical formuiabona compnaing a comdtnadon M daf<nad abova ttogaihar w«n a 
pnarmacauocady accapuota camar marafor compnaa a ftrmar tapaa of tha invandon. 
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Wton . cwnoound of tarn** (0* « c^po,* m«y „. tn« 

sama aa or differ from mat wnan m* compound >a uaaq 

5y ir.ow aUM in tna art. .ismolaa wfticA anouid not ba imarpratad aa • lUwwton of ma 

Tha invanflon :a .nuawwd by following axamgiaa WOT 



to 



fS 



invantion. 



c;j- anq ir* »—»-^ r-- r- 

„ 111 hAxamamvMtaitzvw (25 ml) and ammonUn tutfata (120 mg) warn 
*aad undar rrfu* un* *. <^^J* <^T^^ * « 

M TUt retina (U 37 * »3 «w«0 * *V dteWo^r* 

. ... ii i mi n k *Y m 1 T^nm 



^N/.«c^5'-<h«0«O<V<^ 1 '^> 1 --^~_Tr^l M 



' U.V.: (M«OH) Uir*d« «« 308 nm 
I M-NMR8(PflminCOCW 
U 8.77 (HKC."-***** 

8.0t 

7.70(«.1KC'-»SJ«*'**< 
7.82 (nv 1H: ■uiiM^) 
7.49 (m. 2K Bunwdr) 
« ft.31(«.1H:Cr+0 

S.91««.lH:Cr«) ^^.^ 
4.4a(«Jd.2KCrCM»OCOC^) 

3.66(dd.1»tC«-*i) 

3.34(d«.1H:C«-*9 

M 2.58 (•. 3H: NH-COOi) . , ... 

U.V.: (M«OH) UnW» 30 ** n 
-H-NMRMwminCOai) 

8.72(tJ.1H:C.'-NfrAe> 

jj s.06 (m. 2R twnw*) 

7S7«1.im:C--m,J^-2»« 

7.80 (in, 1H: iromwcX 
7.49 (m. 2K aifltMdc) 
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6.32 (dd, 1H;Cr*D 

1-47 (dd, 1H;CrH) 

4.73 (dd. 2H: CpCHjOCOC^t) 

3.62 (dd. I^C.-H) 

3.19 (dd. 1H:C«-«) 

2.53 (a, 3H; NH-COCH,) 

£urno<a 2 

g» and tn^hydraxymati>i-6^5'4ucracyt^ f 

1.0 9 (2.54 irvnol) of firm-24«TZ0y4exy™w ^N 4 '-«c^y4uoracyto«li>-1^y<>1.3Hixrt waa 
sttoad in 25 trt of mamanotte ammonia at V tar 1 h«# and man ovamfcht at room tamparaan. T>ia mbmra 
was avaporatad undar raducad praaaura. Tfca raaidua aa mantad twtaa (2x30mi)wWi anftydraua atftar. Tha 
solid raaidua waa racryaaltead in atoaofcta attend to gfva 4*4 mg (1 .99 mmd. 77%) of daal m d product *an* 
(hydioiymadiywaK5'-«uorocyroai^ m.p. 219-221X; *MU1 * acata* mwmanci 

(9:1 ), witicn waa idancflad by 1 K 1 «C-NMA and U.V. Lamoda max (HiO) 2809 nm. 

1 2t (3.09mmo0 of 6»2>ba> uo y tei ymadtyW»<H 4 '>acacy< 6^mjoro-cytDaiv1 ^1 jHaatfrtotana waa at*, 
rad in 30 tri of matnanoiic ammonia at 0"C tar 1 how and man owamiQm at roam tamparaan. T*a mora** 
waa avaporatad undar raducad praaaura. T*a raaidua waa majratad twtea (2 x 30 nil) wKti anhydroua ad>ar. 
Tfca solid raaidua waa raoryatanxad h apaotuta amanolto gfra 660 fflQ mmol, 97%) or pura product d» 
(hy*oxymatfty*-S^5M»uonxyt^ m.p. 204-20TC; «^-21 * atfiytacawa: mamanol 

(9:1). Tfca daairad compound waa idaftttftad by 'K , »C^MA and U.V. Lambda max (8,0) 290.9 nm. 



1 H*NMR 6 (ppm in OMSO-dJ: 

r.8S(d,iH:Ct c -& Jcr-7.oirtt) 

7.63 (<1 2H: 
6.30 (dd.1H;CrH) 
100 (t 1H:CrH> 
116 (t 1H:CrCMrOH) 
3.49 {ra 3K CrC^OH^Cffi 
3.l7(dd.1H:C*-K) 
1J CNMR (OMSO-dJ, (Vaitan XL 300); 6 In ppm 

£# ft e 1 e • 

c 2 S c i c o 

193.47 150.20 134.65 120,24 

('j^-u.a Ha) (J^-ao.a rs) (ij^a.o hi) 

c f c 4 C, 0,01 

60.20 36. IS 87.16 64.71 



H-NMft 6 (ppm in OMSO-dJ: 

6J2(d.1M:C*4iJcp-7^0Kt) 

7.643(4 attCt-Niy 

8.10(t1H;Cr© 

143 (t 1H:CrCHrOH) 

H9(t1M:CrH) 

3.77 (nv 2H: CrC$OH) 

3.39<dd.1H;C«-H) 

H2(dd.iM:C4-H) 

'*CNMR(0MSO-d«) 
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C/ V «• 

153*46 138.14 134.63 126.32 

( 2 J cy -14.0 HZ) (J cf -24,1 HZ) (J cy -32.3 Hz) 

C 5 C, C 2 CH 3 OH 

66.82 36.80 86,77 62.32 



Ex*mp<6 3 
Biological ftfi* 



^^^^^JSSSiflM («• and P«*ad ^»aW6adad WaTV ONA (Mb* * « 
Th.MUw«aiaooa»donnajocaa«q*»w^^>'~''~ MM1I - .^.paaadarta 

TT» ona was txmcad from *om ^^.^J^USTZS?^ ioo<t>d tar day* 14. 



18 and 20. in dN0-*aa»d grew* c * li J*?""^"^^^ 
„ 2 day. poaWadng and l ~ wrt ^ w ^J^^ 

unead from cala uaing tf» «andard phonal w^ 9 """^™? 22 imS IvZhCI bH 10, 10 iiM 
SSm 6QTA. and ISO mM * a.*»* T^^^^^^^^ 
*i muTikMCl oM T S. OJ mil EDTAand 0.1% 8*y»*u»|fiaiinoiina. — " "T-T_ 



7.0 <n mm waa addod » dw aquooua P*— « yWd a « " ~"7.^!r.^ — «t»nrf 



ana ohm. imw"-— "~ 

caral and 0.01% bromophanol Muaw On* BaoflBi of dto ONA 

aeon* on a tea* of 0 (no ac*ty) .^(Naftacd** 



MI03Q270QAV 

TTm mM M thamMi in Tattt 1. 
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Compound 


Activity 


txan*-a -hydroxya«thy 1-3- ( 3 1 -£luorocyto«in-i • 
-yl) -I, 3-*xathiol«n« 




ei*-a-hydroxyMthyi-S- ( 5 • -f luorocyto«la-l • 
-yl) -1, 3-oxathiol*n« 


+++ 


ei<f-2-hydroxyMthyl-3- ( thymin-K-l • -yl) - 
1 , 3*ox*thiol*n* 


++ 


cl*-2-hydroxyMt&yl-S- (M, H-diMthylaaino- 
Mthyltn* cytoain-l'-yU-i^-oxathiolan* 


♦ ME 


ddO 


M » » 


ddOAPR 


»» > > 



Claim 

1. Uaaoraooffpoundol faHnUa fflora gE ai w^ 

of a madlemani for tf» Mwnt of a hapatftta S totoctton: 



*,OCH| 

(X) 

(D 



wftarain R« 1i ttydregffi or an aqft 

Rt * • purtna or pyrMdlna baaa or an analog or ***** ftaraat and 

Z iS 3* S"Ot or SO^ 
piov^m«eRtio«*cytoalnawf>anmaooiT^^ 

and Z la 3. 



ThayaaaocortllnqiDdalml.w^fr^ 
•ataw aatari of polyfcncdonal acida: and aatara of pncaphortei 
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9 0S1S144A1 

Th# tm tcoorttng 00 daim 1. wtwwn Rt of formula (I) m s«(«ct*d from m« grouo eonsMng of. 

iii 



amino tnd hytiraxyi 
1 Tha uaa aoa ro ln q to ciakn 4, wtwrain Rt ia 



11 




wftaratn R, m saiactad tan tfta group oonajadmj 06 

hydrogan and Cu« alky* unaubatitutad or aufcadtutad witfi a hataroaftom: and 

R4 ia saiactad front tfta group conaiadng oft hydregan* C** rikyt and bioirtnat cMmliw, ftuorina, 
and iodina. 

C Tha uaa aooortlng to daim 4 wt»ac^ R, and Ri ara h^l^ 

7. Th« uaa acooidlng to daim 4, wftarain R§ ia CHt or P. 

1 Thouaaaooofdln9todolvn4 t wftarainXandYarabomNH» 



4 Tha uaa accor din g to daim 1 , wharato tha oompound ia ia i a cte d fnm »a \ 

trwta>2 ^ y^r oj cyfnatftyVMcytDa^ 

(^2-^rap>4 0K >tm»y4^cy<oa^ mr» 2 bamoytea>ma»y4 6 (uj fi o ai n 1'«y»> 

1 ,3^xstftioian#« and mbcturaa tharaoft 

ytcy«ifr1 , >*H.*«RaMal««> i 

fl 1 ri ■■■■llll ill m ***** ^-~*>A— 41 

(hW«oa«yteytoafc»l'«yi>l J- oo flHo la ng and i 




hyj r my i n atf i yt 6 ( cy ttaln-V-yQ»»«Mfrl 
idb>2 hydPQgy!natfiy^^thynfc>^1'*y^l»3"4wAft Md 
c^s^tiydraKyRHttiy^S^CM^fenai^^ cjlB0frV*fri 
or phOTMoagdcmy i ■ rt a fr a ft aa m a w* m matamof a lai n * i w in* w ar a«m*a 



101 Th#uaaacoB^*^ontofetaimBlto4wtwi^ 
roraaai 



11. TT»tfatteooi^*d^14«m^maooin^^ 
14 TtauMtooordk«iocMmia«timto 
11 Th«ua0oeoordkioto^onaorctoima1io«,wha^ 



ooflApwstton or mbdura tftaraA 
14 Tbo uaa accordng to daim 1 3. wharain tha oompound of tamU (I) la praaart In ta cto oonrtgindon. 

14 Uaa*c»2 * y* a« ytnam^ i« »t u la » lntl»min^^«^ 
tar tfw wamwnt of a ftapaddi S Wacdon. 

1IL uatotefr^ydraxymamy^^ 

cm of a madicamant tor tha craaflnant of hapadtta 6 li rfacdon. 



17. Th«uaa according to^on« of dal»1to4w^^ 
r*c*.naaal, vgtnai. or top** a m m iiauado n. 

14 TT» uaa acooidU* to oUiln 17. whai^ tad ^ 

ia 



CP0S13144A1 

If, TTMUM«ooortfngtod«iml7. ^«r«^t«idm#diesm«ntl«pTmMntin<loMg« unrtfonnintf)om«lfcMmnt 

20. Th#uootoeort!n9tod«*ia,wtwr^ 
5 mo compound of formula (I). 

21. Tht utt tc rr 't^ — y * dakm 1 ea 9. wtionin to*d modtamont * tdmlrt^rtd with i pft«m» 
coutfcatfy oocoptttfo c«i*r. 

21 Tht not oooor^nq to any ooo of doiffii 1 to 7. vtmtin tfr# iiioi<c»tnt>i^*ii^ r»l h co mbfrntai 

tnd tmmunomoduirtng < 



39 



A 



1$ 



EP0S1SU4 A1 



J) £ — 



EUROPEAN SEARCH B£POIT 



EP 92 30 4530 



DOCUMENTS CONSIDERED TO BE RELEVANT 



M 



O.t 



PR0CEEDIN6S OF THE NATIONAL ACA08UC OF 
SCIENCES OF USA. vol. 88. 1st Octobor 
991, pigos 8498-8499; S.-L. 0OON8 ot 
"Inhibition of th« ropHe»t1o« of 
hopotHU B virus In vitro by 
Z'.S'-dldooxy-S'-tiHacytldlRO ana 
rolattd ontle^uM* 
WhoU docuMfit * 

JOURNAL OF ORGANIC CHEMISTRY, vol. 57, 
lOtli April 1992. W«» 2217-2219. 
AMHeu Chtalcal Joeutr. J.¥. BCACM 
•t "Synthesis of o«Mtloo»rieaNy 
puro 

(2' R.S' S)-<«)-H2-(Hydro«yMthy1 )oi»th1 
o1«n*f-y1]cytoflM «t « potmt 
antiviral tqvit attlnst hopatltlt 8 
virus (H8V) and huM« lawnodtfleloiwy 
v1rv* (HIV)* 

• W»1« OOCIMflt * 

YO-A-9 014 091 (THC UNITED STATES OF 
AMERICA) 

• Abstract; cU1as * 

yO-A-9 014 079 (THC UNITED STATES OF 
AMERICA) 

• Abstract; cU1m * 

W-A-9 117 IS* (BIOtMCN INTERNATIONAL) 

• Paoo 3, Utt porafnpd - p*9« 4, 
paratrasA U eUlM * 

£P-A-0 381 928 (8I0CHW INTERNATIONAL) 



-14.17 
22 



14.17 
22 



22 
1-22 
1-22 
1-22 



noN or tw 

~ - ■. an 



SI K 31/S09 
SI K 31/S2 
A SI K 31/70 



A 81 K 



THC KAOUC 



l. ■ III 
21-07-1992 



QOCTZ 8. 



3 
I 



Oil 




14 



0 



EUROPEAN SEARCH REPORT 



Ptgt 2 
EP 92 30 4530 



DOCUMENTS CONSIDERED TO BR RELEVANT 



AmiCAtiONteaJi 



6 lEP-A-0 494 119 (BIOCHBt INTERNATIONAL) 



1-4.9- 
14,17- 
22 



1%M 



THE HAfiUt 



ftp 

Otl 



21-07-1991 

• i« 

OH 
l:i 



QOfTZ ft* 



19 



